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Amendments To The Specification 

Please replace the clause bcgiiining at page 5> line 3 witli the following amended clause: 
-(x) cycloalkylalkyl. eycloalhy lalkynyl cvcloalkvlalkvnvl and 
cycloalkylalkynyJ, all optionally substituted with alkyl, halo, 
hydn)xy or amino; — 

Please replace tlic clause beginning at page 22, line 24 willi tlie following amended 

clause: 

(I) cycloalkylalkyi, ^yeloal kylalkynyl cycloalkvlalkynvl and 
cycJoalkylalkynyl, all optionally substituted with alkyl, halo, hydroxy or 
amino; 

Please replace the paragraph beginning al page 27, line 12 with the loUowing amended 
paragraph: 

-Kcaclion of the 2-keu>-3-phcnylaminoacryloniirilc of IbrmuJa 2 with a hydrazine of 
rormula 3 provides a 5-amino-4-ketopyra/olc of formula 4. Tins reaction is generally carried out in 
a polar solvent such as elhanol, isopropanol, and the like. Aiyl/heteroaryl hydrazines of formula 
^5 "^'^ ^ ^ 3-cMorophenylhydrazine, 2-,3', or 4-fluorophcnylhydi'azine, phenylhydrazinc, 

2-hydra7Jnopyridinc, 2-hydra7:inobenzolhiazolc, 2-hydrazinoquinoline etc., are commercially 
available, — 

Please rei^lacc the paragraph beginning at page 30, line 6 with the following amended 
paragraph: 



O 



CO 



--A cwmpound of J'omiula (I) where is heteroalkcnyl, hctcroalkynyl, helerocyclylalkenyl 
or hetraocyclylalkynyl can be prepared by reacting a compound of formula 4 where Z is halo with a 
hctcroalkene, heturoalkyne, heterocyclylalkenc or helerocyclylalkyne respectively in the presence of 
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^ a palladmm (II) catalyst s\ich a55 dichlorobis(lriphcnylphosphinc)-palladixim (Jl) in an org^iic base 

3 such as diisopropylaminc, and the like. Hctcroalkenes, hctcroalkynes such as allyl alcohol, 

.JJ propargyl alcohol, 3-bulyn-l-K)J, pmpargylamine arb commercially available. IJeterocyclylalkyne 

JDi can be prepared by ixjactine an alkynyl lialide with a hctcrocyde* For example, ir4»&vpli€ikt4^ 

^ ylprup 1 y«e 3-iiioroholin-l-vlDrop-l-yne can be prepared by reacting propargyl bromide with 

morpholine. Reduction of the double or triple bond under catalytic hydrogenation reaction 
conditions provides the corresponding compound of Formula (I) where is a hcicrocyclyUlkyl or 
lieteroalkyl group. — 



c75 



Please replace the paragraph beginning at page 64, line 14 with the following amended 
paragraph: 



"Replacing piperidinc in StepIflU 2 above with: 

morpholine, 

N-melhylpipcra7.ine, 

4-hy droxypipcri dine, 

2- aminopyridine» 

3- aminopyridine, 

4- mcttiylimidazolc, 
3-aminopyrazole, and 
2-methyHmidaTO)e; 

the following compounds were obtained 
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PJease replace t)ie paragraph beginning at page 77, line 8 wilh tlic following amended 
paragraph: 

-The ability of the compounds of this invention to inhibit the TNF-a release was 
determined using a minor modification of tlie methods d e s cribed in described in J^lifeld, C. ct al. 
Transplantation, Vol. 51(2), 498-503, (1 991 ). - 
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